[Use of trastuzumab in the therapy of breast cancer].
Trastuzumab (Herceptin) is a humanized monoclonal antibody recognizing the human epidermal growth factor receptor-2 (HER-2/neu). This receptor is overexpressed in 20-30% of invasive breast carcinomas. HER-2/neu normally regulates cell growth and survival, and overexpression leads to increased signaling and thus to malignant transformation and growth. HER-2/neu overexpression used to confer a worse prognosis, as these tumors respond poorly to a variety of chemo- and hormonal therapies. The invention of targeted therapies against the HER-2/neu receptor changed this picture. Trastuzumab binds to HER-2/neu close to the cell membrane and inhibits signal transduction, as well as leading to receptor degradation and immune-mediated attack against the tumor cells. It was shown to be effective and safe in several clinical trials, and approved for use in humans. The most important adverse effect is cardiotoxicity, leading to a risk of congestive heart failure in some patients, especially those pretreated with anthracyclines. As this risk is low, adjuvant trastuzumab therapy was investigated and showed very positive results. The addition of trastuzumab to adjuvant chemotherapy consistently resulted in significant increases of both disease-free and overall survival. Therefore, trastuzumab should nowadays be applied to all eligible patients, i.e. patients whose tumor over-expresses HER-2/neu with a immunostaining intensity of 3+ or shows HER-2/neu gene amplification as demonstrated by fluorescence in situ hybridization (FISH), and who do not have other contraindications. This article highlights the results of pertinent clinical trials and discusses current knowledge on the optimal use of trastuzumab.